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^71^:^2^ c^l^j- ^ ^lS.-§- S^J#{COMPOSITION FOR PREVENTING AND TREATING ACUTE 
RESPIRATORY DISTOESS SYNDROME AND MULTIPLE ORGAN DYSFUNCTION SYNDROME COMPRISING 
LYSOPHOSPHATIDYLCHOLINE OR ITS DERIVATIVES} 

£ 1^ LPS -H-^ ALI2.€^ ICR C^"^^. ^ Sham^)^ 3^2:^ 

£ 2^ LPS -B-^ ^fl^^m^ ^3. 3.^^ ICR T=>-f^€ i^^^, ^ 
ShamS)^ D]<gs.3E|^Al4;^1 M-e1-i41^ nsfl^ojcf. 

S. 3fe CLP2-m^ ICR ^>-f^«- (^^^. tflsS ^ Sham^)^ J^1^3|<^lAi u]<SS. 

iE. 4fe CLPS'g^ ICR i^V-f^^ (-i^S, ^ Sham-S)^ l^^'^l^i 



19-5 




102^016029 ^^V: 2003/4/3 



<5> ^ 5}o]^2E.:ii5^H^^^^(lysophosphat idyl choline) ZL -^aV^]-!- 

<6> o^el <?1^ XtJ-STg, ^v^^ ^^^^ ^^5-, ^^^^i ^7]-^ 

^^S. ^^51<H ^tf (tfl^5lA>-^:gl;^l ^]45^ :^]2^, pl98~205. 31 "tj-^^^ 

<7> J:^^^ (acute respiratory distress syndrome; ARDS)^!^ S. 

^j-^^ ^4^^<^i ^7>s)oi ^Ajsj^ 5qi-^^<Hi ;^-i-t>^m^^^ ^1^^^ 

^S-Ai (acute lung injury; ALI)^ 7>^ ^-^-o^. ARDS^ 

^^o.^ vfll- ^ ^^^^ #m s^l-t^^S. tzf'a^^H, <5]^<^ 

7l^tfl 7^1^ :S:7] (mechanical ventilation)^^ ^1S.7> ol^o^:^] 

Jl ARDSS- A>i3-^^ 50-70%<^ ^I^-t^. ^"^l :s:^^ 

(neutrophils)7> 3^1 7)1^1^ (4^#. 'g#^-g-^)«Hl 

^ ^irf. ARDS :&;^>S-'=fl^i. .:&^^7> s^tflofl ^^^«=F7l] 

^^^^ ^^^^S)^ 7l^ ^^^^-^^^AJl^L* w]*^ 
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Sit!: ^^^^ ^^^^ ^1^^ ^ ^'^'l^- 



^4i(endotoxin)'^l tfl^fl 2|-i^>7]l ^^•t-^S.>«i ^^S^Vfe ^1^^ ^3. 

^og- ^Efls)^ ^#^14. MODS^ ^]S.^^ :?>^€^, ^1^ 

S. 3L5i|-7l- ^1^*>^ lell 9X^. 

<ll> ol^> ^ ^Tg^ ^4:3:] ^^^t:]-. 



<8> 



4^^^ ^7]^:^ (multiple organ dysfunction syndrome; MODS)€r ^^-^-^^^^ ^ 



€4: 
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<1.3> 



HO— C— H O 

H2C-0-P-0-CH2-CH2-N(CH3)3 



<14> >^7l -eqoflAi, C4-30^ "y:^<^l7lM- *>M- 3. ol^S^ o]^^^^ :^]^ C4-30 

^ (L-ff-Lysophosphat idyl choline. Stearoyl; Lysolecithin, stearoyl); L-ff-^^^l^^^ 
:ii^Bl^-l^^, ^T3]:g.^ (L-^-Lysophosphatidylcholine, Palmitoyl; Lysolecithin, 
palraitoyl); DL-ff"^*^!^^— ^^"S^^' (dl" a-Lysophosphat idyl choline, 

Palmitoyl); ^ L-a" ^l-'^l^^^^^^'S^-^, #^1-2-^ (L-^-Lysophosphat idyl choline, 
Oleoyl; Lysolecithin, oleoyl)<=>l^. 

<16> [^-Sl-A] 2] 

HO— C— H O 

H2C-O-P— O— CHj— CHj— N(CH3)3 

i- 

<17> ^7] C4-3o^ "a:^<^l7li4 ^1-14 3. ol^sl ol^^^-i- C4-30 
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-Lysophosphat idyl chol ine , y -0-Alk-l-Eny 1 ; Lysophosphat i dal chol ine) ; l" a 

(l- a -Lysophosphat idyl chol ine. y-0-Alkyl; Lyso-platelet 
activating factor); y^- a-A<'^^^S.^^AA'^%^ , ^.-O-^^lcll^ (oL-a" 
Lysophosphatidylcholine, ^ -0-Hexadecy 1 ; rac-Lyso-p late let activating factor); ^ l 
-^-s|-o]i*t5.>i2}.B)^^li, (L-„-Lysophosphat idyl chol ine, y 

-0-Hexadecyl ; Lyso-platelet activating factor; Lyso-PAF-Cie)"^'!^. 

<20 ^ ^xgSl ^^im^ tl-oj:^ aj^g^ 4^ 

ilA. tfliE^oi ^A>^ ^l^^S ^^^^ -r-§-^ 

6^0] a>^2q^>tl-. SEtb, ^^-g- ^l^J^S.^ *^ ^^1, ^€^1 ^^^fl. 
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^ll. ^-^-^^1. ^ ^^1^1* ^ 9X^- ^^^^ ^ 

3.^ ^j-^'^fl ^ 

^^^^ 5E-B-^^«^1 tfl«fl ^^<^1 0.01 100 mg/kg(^1^)^ '3=-^^ 1^^ 1^ ^ 

<24> ^A] ofl 

t^l:^^ ^7]^:^^ <^1^ ^ ^^^^ ^^■^>7l -^^V-^i LPS -^^ 

ALI S-t A]^, xfl^d^m^ ^3. (endotoxemia shock) ^ CLP 2-^ a]^^ ^§>5l 
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<27> Jlf'T^^ D]<gS3j.a.A]T:f;^] (myeloperoxidase; MPO) 

Goldblum et al (J. Appl. physiol. 59: 1978, 1985.)^ Par ey et al (J. Immunol. 
160:1007, 1998)^ ^>^i^^* sj^^^rH ^1^^^ ^, n ^ 

3.^^ 5L;ii2(|o1:e (potassium phosphate) ■^^'^l ^7}^Jl 5^:^(homogenize)^ 
^. ^^(pellets)^ ^^t^. <=>] 0.5% «J>««H1^^e1 

:hs.p>o1:£ (hexadecyltrimethylammonium bromide; HTAB) -^-vr^ S.^^ S.^^<^]^ % 
^onofl :^7>^l-3i ^^sl-^ej^l-o^ 60*C<HlAi 120 ^-§-^1^ ^, ^-^^e^tb ^ 
^^-^(0.02 ml)<^] 0._167mg/ml^ o-t^*^]-^^]^ t:^^H^^€-S.B^-<^1^(o-dianisidine 
dihydrochloride)^ 0.0005% ^zJ-AJ-^^^s. ^^(0.18 ml) 

-i: ^7>*]-31 460nm s|-^<^a^ 

<28> ^AHi i: g:|^#g:iAmg:}-oi:EL(LPS) -^^ ^A;j 3^^-^(ALi) JS.^ ^1^ 

<29> E|3L#E)>^>7>e}-<il:^(LPS)» ^>-f:i: 7m;^lifl( intratracheal )«^1 ^<^^H ^^4^ 

<30> 35 T^Y'B]^ ICR o>-f-!:i(^1^ 25 ~ 30 g; MJ Ltd)« ^SB>i3ll-^ ^, 
» 1cm ^olS. ^7fl«:H ic^Al^ :f , 7 vi}^^ 57fl^ * (Sham^, ^^-S-l, 

^•^5-2, 'i^^-S ^ tfls^)^^ i-|-¥«H, Sham^-S^ ICR Ti>-f>i§^ PBS (50^)* 7] 
^^]ofl Jf-o^t!: ^ ^^-^VSa^l, €^$1- ^ tfls^5^ ICR ^^>-f:i*<^]^ LPS i6fig/50ut. 
PBS)» 7m^lol] ^f-c^tb ^ -g-^^>^^. ^21^ -^^^-1.- ^-^^-2 ^ € 

^5-33^ ICR 2 1^ 14^1 ^^cfl z^z^ 1% 
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<31> 



BSA(bovi„e serum a.b«in) ''''''' 
ALI» -B-^*>^^- 

<3^ 35 .V^^ ICR PM^i(^* 26 - 30 g; MJ Ltd) 7 =Ve,^ 57fl^ S (ShamS. 
PBSCO.S »l/100s « 
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<36> 



<37> 



3iriCR ->4-^«<^- LPS 2 ^ 14^R> ^^1. ^l^^^^^l 
BSACbovine seru^ albumin) ^<>^<^\ ^^o>^o^ (Si^a) 

^ 5. 10. 20i»g/kg^ -<f^^ 3q^>^A>^ ^o,^>5l^. ^^^^ ICR ->^^*^1- 
El-olii-.3r|-Hl^#li tfl^ A^-^t-^ 1% BSA -g-^-^* «o>^^^ 

«>^^. 

LPS ^c^ 24ARV ^c^l ICR -V^^*^ ^S^^^l^^ ^^^^ ^1^"^ ^ * 

i 2oll ^^1. LPS» ^^^-fl ^<^^V^* ^ MPO -B-^^>^1 

^>^^ (p<0.01). ICR-H-^*^ ^^^^ 

5-3) 7V^ ^<H\3: (p<0.01). 



<38> 
<39> 



^A]ojl ^ (^r.fir?»l Lig g ti-nn and Puncture; CLP) 5-^^ . -^1^ 

CLP £^ (-J^-^^^ -S-^^ ^% ^ ^--^-^^ -fr^J^^*^^ ^^^^ 

* ¥^ ^*)^ <^1^*H ^^^'^fl ^"^^ ^l^^(ALI)-ir ^ 

«i^>5ax^. ^m-^ ^^^^^ ^-^-^ ^7l^-d^ ^ ^s^^J 

<40> (1) J:^^^ ^^^<^1 Bl-ol4.5.:-3f)-Bl^^ 

<4i> ' 30 ->B1^ ICR -V-^^ (^1^ 25 - 30 g; MJ Ltd.)* ^m«>«l^^ -V#l^l-J ^. ^ 
^ icm ^7fl^>^ -2^^ ^*^m 10 ->^^ ICR ->^^- 
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^P^^*>Jl (Sham ^^^1 20 ^}^^ ICR T^V^^^-fr ^ (ileocecal 

valve) <^V2fl ^ ^^""^"^ 21 Tll^l^l «>^^ ^^JL, ^4 

^^^c^ n^^^ ^3.% -B-^^SI^. ^^tb ^1 2 ^ 14 Am ^<=>11 ^21- 1^^. 10 

n>Bl5l ICR ^>^>i<^l7im ^1^J-^<=>1 1% BSA -g-^-^-^Hl ^tl 

:-Bllo>so^ (Sigma)* lOmg/kg^ (^^*). 10 'V^^ ICR 

Ti].^^,6()7flfe 1% BSA -8-^ ¥«^*>^i=l- (^S*). 

<42> 4, 8, 16 A^ofl Z}- ICR ^>^^.^ ^^^^ ^1 

MPO €A^* ^^'=^1 1^1 wV^q- ^^1 ^^*H, ^ 3^11 ^"E^^n^. 

<43> £ sol] ^<=>1. CLP 4Am^Bl MPO ^^*>7ll ^71-§>T^ 16 

X\:^y;yyC^ -R-xl^tfl , tflS^ofl H]^>c^ ICR P>4-^#<^l^i^ CLP ^ ^ 

7}tb MPO ^r^^'^l ^^i^V>il ^^ll^l^t^. 

<44> (2) 4^^^ ^7]^^^ Bl-6laiI£^54-Bl^#^^ Jl^I- 

<45> rf^Jr^^ ^71 ^^+SA-1 :iV ^^ofl tfl^ ^ s^-ol^^^^^j-E]^^ 

^lIL^ <^>cli:.:^^^i3E|a|-^l (alanine aminotransferase", ALT)^ 

Reitman-Frankel^'^ n 5?:^ £ 4«^1 tflS^*^! «1^> 

-^^^5] ICR i:'>-f:ir»<^]Ai^ CLP ^^^] ^7^ ATP ^^^] ^y^]^9X 

4. 
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1020||jJ^029 ^ ^ 

o 

HO-C-H O + 

, , rtixvftl ol^:i.^-i: C4-30 

[^^^ 2] 

2 
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10200»V9 

HO- C— 



:^ o]^^ 0]^^^% C4-3O 



-1.^ ^^^^ ^ ^^^^^ ^^7l^^d-l - 
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